disorder characterized by necrotic lymph nodes and abscesses involving internal organs, most commonly in the spleen. Patients usually present with recurrent episodes of fever, weight loss and abdominal pain, and despite elevations in acute phase reactants such as C-reactive protein (CRP) and erythrocyte sedimentation rate (ESR), extensive laboratory workup fails to ascertain a bacteriologic, viral or parasitic cause.
AA has been reported to occur in association with several systemic inflammatory disorders such as inflammatory bowel disease (IBD), relapsing polychondritis, gammopathies, myelodysplastic syndrome and rheumatoid arthritis, as well as with overlap conditions like neutrophilic dermatosis (pyoderma gangrenosum, Sweet's syndrome, subcorneal pustular dermatosis, erythema elevatum duitinum) (1) . Histological findings of early lesions include a necrotic core with polymorphonuclear leukocytes surrounded by histiocytes and some giant cells, which are replaced by fibrous tissue at a later stage of the disease (1) . Antibiotics are futile for the treatment of AA, whereas a dramatic response is usually observed with corticosteroids, which are the preferred choice of treatment. Other immunosuppressive agents are usually not unnecessary, and may be ineffective. Patient 1. A 37-year-old male patient presented to another health facility in December 2006 complaining of recurrent fever, right upper quadrant pain, nausea and vomiting. Ultrasonographic evaluation at that time revealed the presence of multiple splenic abscesses which prompted surgical removal of the entire spleen. Small foci of abscess formation containing polymorphonuclear leucocytes and histiocytes were observed on histopathological examination, although no particular micro-organism could be isolated. In May 2007, the patient presented to the outpatient clinic for the evaluation of recurrent fever of 3-months-duration. Physical examination revealed a generally unwell patient with an ECOG performance status of 3. Squamous eruptions on his palms and soleswere alsoobservedthatwerediagnosed as hyperkeratosis by punch biopsy. Laboratory tests revealed a white blood cell count (WBC) of 15.4 x 20), an anti-nuclear antibody (ANA) titer of 1/640. The patient was negative for anti-ds-DNA antibodies and extractable nuclear antigens (ENA), but tested positive for perinuclear anti-neutrophil cytoplasmic antibody (p-ANCA). A computed tomography (CT) scan of the thorax and abdomen revealed the presence of minimally enlarged thoracal lymph nodes and multiple hypodense lesions in the liver resembling abscesses, as well as several enlarged portocaval, paraaortic, hepatogastric and mesenteric lymph nodes. Signs of inflammatory changes in the mesentery were considered to be consistent with mesenteric panniculitis. Reactive findings were observed on histopathological examination of an excisional biopsy ofone ofthe inguinal lymph nodes. Subsequently, the patient underwent explorative laparotomy with resection of a mesenteric lymph node which showed signs of an active and chronic inflammatory process with reactive lymphoid tissue on microscopic evaluation. Findings of a bone marrow biopsy were normal. Laboratory assays for tuberculosis and fungal infections were negative.
By the end of October 2007, diagnoses of AA and mesenteric panniculitis were made, and the patient was started on oral prednisolone at a daily dose of 50 mg. He was also given a weekly dose of intravenous pulse methyl prednisolone (500 mg) and cyclophosphamide (500 mg) with mesna (400 mg) for 3 weeks, followed-by another 3 doses at lO-day intervals, 3 doses at IS-day intervals, and 3 doses at 20-day intervals. Subsequently, the same doses ofthe drugs were administered intravenously every month for a total period of two years. Reevaluation of the patient after completion of this treatment protocol in November 2009 revealed that the intra-abdominal lymphadenopathies had completely disappeared with resolution of the liver abscesses. The patient was maintained on 31.5 mg prednisolone every other day along with pulse methyl prednisolone (1000 mg), cyclophosphamide (500 mg) and 400 mg mesna (400 mg) at 45 day intervals. were consistent with splenic infarction and abscess formation , while examination of the excised lymph node revealed the presence of acute lymphadenitis. The patient's symptoms resolved after surgery. In June 2008 , she presented with a recurrence of her symptoms, accompanied by oral and genital aphthous lesions in addition to arthritis of the hand and foot. Radiologic progression of the intra-abdominal lymph nodes was observed which prompted a laparoscopic lymphadenectomy, histopathological findings of which were consistent with necrotizing lymphadenitis. The patient's symptoms again subsided until February 2009, when she was readmitted to our hospital with similar complaints as well as progres sion of the intraabdominal lymph nodes. All ofthe intra-abdominal lymphadenopathies were excised on a subsequent explorative laparotomy, and histopathological diagnoses of pyogenic abscess and suppurative lymphadenitis were made. Fortyfive days after being discharged following surgery, she presented to our hospital complaining of oral and genital aphtous ulcers, arthritis of the hand and foot, and recurrent fever of39.5°C. She denied ever having any symptoms suggestive of uveitis. A pathergy test was non-reactive. Laboratory data revealed a WBC count of 30.8 x10 3 cells/uL with 79.9% neutrophil predominance on a differential. Other laboratory findings were a thrombocyte count of lIO.OOO/uL, a hemoglobin concentration of 10.3 gr/dl, a serum CRP level of 11.9 mg/dl (0-0.8), and, an ESR of 83 mm/ hour (0-20). A CT scan of the thorax and abdomen revealed the presence of multiple necrotizing lymph nodes in the mesenteric, para-aortic and aortocaval regions, with no signs of thoracic lymphadenopathy. No enlarged peripheral lymph nodes were palpable on physical examination. A bone marrow biopsy only demonstrated a slight increase in the number of megacaryocytes. All aerobic blood cultures obtained during febrile periods were negative for any growth. Histopathological findings of the resected lymph nodes were compared to the previous specimens, and citing the presence of a necrotic core composed of polymorphonuclear leucocytes surrounded by histiocytes, a final diagnosis of necrotizing lymphadenitis was made. An aphthous ulcer in the terminal ileum was observed on subsequent colonoscopic evaluation with a histopathological diagnosis of terminal ileitis. The presence of oral and genital aphthous ulcers, arthritis and an aphthous ulcer in the terminal ileum prompted a clinical diagnosis of Behcet's disease. Crohn's disease (CO) was not considered considering the absence of gastrointestinal symptoms such as diarrhea and weight loss, as well as the lack of endoscopic findings supporting a diagnosis. The patient was started on subcutaneous interferon alpha 4.5 million! unit three times per week, 60 mg/day prednisolone, colchicine and benzathine penicillin. A month later, the patient's fever resolved with normalization of ESR, CRP and WBC values.
AA is an auto-inflammatorysyndrome which occurs in association with various disease entities ( Fig. 1 ). Its association with IBOs is more pronounced in young adults, whereas elderly patients usually do not have an underlying IBO (1) . lBO-related symptoms may develop before, subsequently or much after a diagnosis ofAAis made. Both our patientswere ofmiddle-age,and neither of them had symptoms suggesting the presence of an IBO. Colonoscopic examination performed on Patient 2 revealed the presence of aphthous ulcers in the terminal ileum which was consistent with the diagnosis of Behcet's disease.
In a case series by Marc FJ. Andre et aI., oral aphthous ulcers were observed in 9 out of 30 patients with AA, two of whom also had genital ulcers. Despite the presence of genital ulcers in these two patients, the authors did not consider a diagnosis of Behcet's disease considering that aphthous ulcers may also be observed in up to 20 % of patients with Crohn's disease, as well as occurring with a similar frequency in the healthy population (2) . However, in our patient who did not complain of diarrhea or any other symptom suggesting lBO, the detection of an aphthous ulcer in the terminal ileum led to a diagnosis of Behcet's disease, where ileum involvement is common (3) .
Other disorders that have been described in relation to AA include relapsing polychondritis, gammopathies, myelodysplastic syndrome, rheumatoid arthritis, overlapping conditions like neutrophilic dermatosis (pyoderma gangrenosum, Sweet's syndrome, subcomeal pustular dermatosis, erythema elevatum duitinum) and polyarteritis nodosa (l, 4-10).
To the best of our knowledge, our cases are the first in the literature of AA occurring in association with mesenteric panniculitis and Behcet's disease, although it may be argued that despite the lack of gastrointestinal symptoms, colonoscopic evaluation in Patient 1 should have been performed to exclude a diagnosis of IBO. On the other hand, although the skin eruptions observed in Patient 2 were suggestive of neutrophilic dermatosis, histopathological findings were considered incompatible with the diagnosis.
AA is a very rare entity, and failure to consider it in the differential diagnosis in a patient with intraabdominal abscesses/lymphadenopathies may lead to several and often unnecessary surgeries as well as superfluous treatment with long-term antibiotics. The first step to making a diagnosis of AA is establishing a clinical suspicion, after which patients should be treated with immunosuppressive agents.
